REMARKS 

Claims 1-6, 8, 16, 18, and 22-27 are examined in this case. Claims 1-6, 8, 16, 18, 
22, 24, and 25 stand rejected under 35 U.S.C. § 102, and all claims stand rejected under 
35 U.S.C. § 103. These rejections are addressed below. 

Amendments 

Claim 1 has been amended to provide a formulation range appropriate for the 
treatment of actinic keratosis. This amendment finds support in the specification at page 
4, lines 6-17. 

In addition, new claims 30 and 3 1 have been added. Claim 30 depends from claim 
1 and provides a numerical definition of the phrase "about 10% w/w" found on page 4, 
line 1 1 of the specification. As "about 10%" is defined in the specification as 10% (w/w) 
with a 20% variance (i.e., "+/- 20%"), the lower limit found in claim 30 is defined as 10% 
(w/w) minus a 20% variance (i.e., 10% (w/w) - 20% = 8%). Similarly, this same formula 
is applied to the 1 5% upper limit of the range (page 4, line 1 1) by adding a 20% variance 
to this value (i.e., 15% (w/w) + 20% = 18%). Therefore, with the "about" variance taken 
into account, the range described in the specification is 8% to 18%, and this range is 
incorporated into claim 30. 

Claim 3 1 provides a formulation with a lower limit that incorporates 10% (w/w) 
plus a 20% variance (i.e., 10% (w/w) + 20% = 12% (w/w)) as "about 10% (w/w)" also 
means adding a 20% variance. Therefore, the range presented in claim 3 1 is "12% (w/w) 
to 18% (w/w)" with the upper limit calculation as described above. 

These amendments add no new matter. 

For the record, Applicants reserve the right to pursue all cancelled subject matter 
in future, related applications. 
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Rejections under 35 U.S.C. § 102 

Claims 1-6, 8, 16, 18, 22, 24, and 25 stand rejected as being anticipated by Deckers 
et al. or Bobier-Rival et al. 

The first reference, Deckers et al., concerns the use of emulsions in products for 
topical application to the skin (see Abstract) where one of numerous possible applications 
is the treatment of actinic keratosis (col. 25, lines 17-18). One of the active ingredients 
(col. 19, line 32) is an anti-oxidant, but such anti-oxidants are used only in very small 
amounts, e.g. 0.05% vitamin E acetate, according to Examples 7-10, if at all. In contrast, 
claim 1 of the present application requires a pharmaceutically-effective amount of a 
mixture of polyphenols for treating actinic keratosis. Furthermore, Deckers et al. does not 
provide any evidence that green tea, or active ingredients thereof, are useful for the 
treatment of actinic keratosis. Accordingly, Deckers et al. does not describe the purified 
and pharmaceutically-effective formulations of the polyphenol compositions of the 
present claims for the treatment of actinic keratosis. 

In order to expedite the prosecution of the present application, the term 
"pharmaceutical ly effective amount" in claim 1 is now clarified to indicate a formulation 
of a "5% (w/w) to 20% (w/w)" mixture of different polyphenols, as indicated in the 
specification at page 4, lines 6-17. This formulation is not taught by Deckers et al, and 
for all of the above reasons this basis for the anticipation rejection should be withdrawn. 

The second cited reference, Bobier-Rival et al., concerns the use of a cosmetic or 
dermatological composition containing a skin enhancing agent (see Abstract). One of the 
possible classes of skin enhancing agents is retinoids, which are known to be used in 
dermatology for treating actinic keratoses (see Abstract and col. 1, lines 33-34). 
However, the polyphenols of claim 1 are catechols, and not retinoids. As retinoids and 
catechols are distinctly different chemical compounds with dissimilar chemical and 
structural characteristics, claim 1 and all dependent claims of the present application are 
clearly novel in view of Bobier-Rival et al., and this basis for the rejection may also be 
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withdrawn. 



Rejections under 35 U.S.C. § 103 

Claims 1-6, 8, 16, 18, and 22-27 stand further rejected, under 35 U.S.C. § 103(a), 
as being unpatentable over Hsu, Deckers, or Bobier-Rival, in combination with Miller et 
al. These rejections are respectfully traversed. 

Hsu et al. discloses on page 84, 3 rd paragraph that "green tea components may be 
useful topically for. . .treatment of. . ..actinic keratosis." However, Hsu et al. does not give 
any indication what components of green tea are necessary or sufficient to treat actinic 
keratosis. Furthermore, Hsu et al. expresses doubts about whether green tea components 
could be used to treat actinic keratosis. Hsu explicitly states that green tea components 
may be useful for this type of treatment, and in no way discloses what those green tea 
components would be. It is thus contradictory to the explicit teaching of Hsu - who states 
that it is unclear whether actinic keratoses can be treated with green tea components or 
what those components would be - to take the position that Hsu provides a reasonable 
expectation of successfully arriving at Applicants' invention. 

The remaining primary references are similarly deficient. Deckers et al. describes 
the use of anti-oxidant compounds, including green tea, for various dermatologic 
treatments, including actinic keratosis. Deckers et al. does not indicate what components 
of green tea are necessary or sufficient to treat actinic keratosis, or even that any of the 
anti-oxidant agents of the invention are useful to treat this condition. Moreover, Deckers 
et al. does not describe the use of green tea in Applicants' claimed pharmaceutically- 
effective composition for the successful treatment of actinic keratosis. It is unreasonable 
to expect that a person having skill in the art would find the use of the polyphenol 
compositions of the present invention to treat actinic keratosis obvious over the 
description provided by Deckers et al. 

Bobier-Rival et al. describes the use and formulation of a combination of 
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compositions to treat, among other conditions, actinic keratosis. Retinoids, the class of 
compounds described in the reference, are completely unrelated and dissimilar to the 
polyphenol compositions (i.e., catechols) of the present invention. Bobier-Rival in no 
way suggests the use of the polyphenol compositions of the present invention for the 
treatment of actinic keratosis. 

Further, as previously discussed, the secondary reference, Miller, fails to cure these 
deficiencies in the primary references. Miller teaches only that curettage may be used to 
treat actinic keratoses, never disclosing or suggesting the use of any polyphenol mixtures 
for actinic keratosis therapy. In view of these deficiencies, even in combination, these 
references fail to establish a prima facie case of obviousness for the present claims, and 
on this basis alone the rejection should be withdrawn. 

In addition, on the issue of obviousness, Applicants further draw the Examiner's 
attention to that fact that Applicants have demonstrated unexpectedly good results for the 
claimed invention. Indeed, it was entirely unanticipated that actinic keratoses would 
disappear completely following Applicants' claimed treatment. As demonstrated by the 
results presented in Examples 1 and 2 of the present application, in patients suffering 
from actinic keratoses for at least 10 years, treatment with Polyphenon E, an exemplary 
polyphenol mixture of the claims, resulted in resolution of all keratoses exhibited by the 
patients within only 12-16 weeks. This complete and rapid therapeutic effect was striking 
and would be considered by those of skill in this area to constitute an unexpectedly good 
result. For this reason as well, the present invention cannot be considered obvious, and 
the § 103 rejection should be withdrawn. 

Such action is respectfully requested. 

Information Disclosure Statements 

Applicants again note that the Forms PTO-1449 that were submitted with 
Information Disclosure Statements filed on November 18, 2003, February 17, 2005, and 
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July 27, 2005 have not been initialed and returned, and Applicants hereby request that 
they be initialed and returned with the next Office action. 



CONCLUSION 



Applicants submit that this case is now in condition for allowance, and such action 
is respectfully requested. 

If there are any additional charges or any credits, please apply them to Deposit 
Account No. 03-2095. 



Clark & Elbing LLP 
101 Federal Street 
Boston, MA 021 10 
Telephone: 617-428-0200 
Facsimile: 617-428-7045 

F:\50125\50125.085001 Reply to OA dated 08.03.07.doc 



Respectfully submitted, 





I$aren L. Elbing, 
Re/ No. 35,238 
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